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AB The invention relates generally to the gene, and mutations thereto, 
that are responsible for the disease hereditary hemochromatosis 
(HH) . More particularly, the invention relates to the 
identification, isolation, and cloning of the DNA sequence 
corresponding to the normal and mutant HH genes, as well as the 
characterization of their transcripts and gene products. The 
invention also related to methods and the like for screening for HH 
homozygotes and further relates to HH diagnosis, prenatal screening 
and diagnosis, and therapies of HH disease, including gene 
therapeutics, protein and antibody based therapeutics, and small 
mol. therapeutics. 
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exon 2 or in an intron of an HFE acid. New mutations in the HFE 
gene encoding the HLA-H antigen and involved in the etiol. of iron 
storage diseases such as hemochromatosis are described for use in 
diagnosis. Primers and probes for detection of these mutations are 
described. 
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AB The HH gene that is mutated in the disease hereditary 

hemochromatosis (HH) is cloned and wild-type and mutant alleles 
assocd. with the disease are characterized. In addn., the gene 
products of these alleles are characterized. The invention also 
relates to methods and the like for screening for HH homozygotes for 
diagnosis, prenatal screening and diagnosis, treatment of the 
disease, including gene therapy, protein and antibody based therapy, 
and small mol . therapeutics. The gene product is similar to an MHC 
mol. but the gene, which maps close to the MHC cluster on chromosome 
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The HFE (HLA-H) gene is a strong candidate gene for hereditary 
hemochromatosis and was localized on the short arm of chromosome 6 
to 6p21.3-p22. In addn., the sequence of the homologous mouse and 
rat cDNA and a partial sequence from the mouse gene have been 
reported recently. Invthis report, we describe, the location of the 
human and the mouse HFE (HLA-H) gene within the histone gene 
clusters on the human chromosome 6 and the mouse chromosome 13. 
Both the human and the murine gene were located on syntenic regions 
within the histone gene clusters in the vicinity of the histone Hit 
gene. The genomic sequence of the human HFE (HLA-H) gene and the 3 1 
portion of the homologous mouse gene were detd. Comparison of the 
genomic sequences from man and mouse and the cDNA sequence from rat 
shows significant similarities, also beyond the transcribed region 
of the mouse gene. 
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histone gene cluster) 
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AB ,The identification, isolation, and cloning of the DNA sequence, 
transcripts and gene products corresponding to the gene and 
mutations that are responsible for the disease hereditary 
hemochromatosis (HH) is presented. Methods are presented for PCR 
screening for HH homozygotes and further relates to HH diagnosis, 
prenatal screening and diagnosis, and therapies of HH disease, 
including gene therapeutics, protein and antibody based 
therapeutics, and small mol . therapeutics. 
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